members and about 10,000 interacting proteins. They The topic of the meeting was introduced in a keynote can be divided into three classes: fused transmembrane lecture by Christopher Higgins (London, England, domains (ABC-B, ABC-C, ABC-D and ABC-G family United Kingdom) entitled, "ABC transporters. Genetic in humans) involved in export, fused cytoplasmic dodisease and multidrug resistance." To understand the mains (ABC-E and ABC-F family in humans) apparfunction of adenosine 5Ј-triphosphate (ATP) binding ently not involved in transport, and a third class involved cassette (ABC) transporters, structural information about in import (ABC-A family in humans) [3] . This classificathese proteins is needed. Two-dimensional (2D) crystals tion is based on sequence relatedness. As our knowledge of P-gp demonstrate that the functional unit is a monobase of this classification increases, it can be used to mer with an overall shape of 90 ϫ 60 Å . opening (see also [7] ). She presented evidence that ATP Pleiotropic drug resistance, stress response and cellular detoxificadissociates very slowly from NBD1 (half time ϳ10 min). 152:375-389, 2001 These data suggest that ATP remains bound to NBD1 closing.
tion. Res Microbiol

Cell biology of ABC transporters
Chair: MICHAEL CAPLAN
New Haven, Connecticut, USA tion of MRP2 expressed in epithelial cells depends upon The session devoted to the cell biologic properties the cells' polarized state. Prior to the establishment of of ABC transport proteins addressed the mechanisms cell-cell contacts and the formation of fully differentiated through which these polypeptides are synthesized, transplasma membrane domains, MRP2 is retained in intraported through the cell and delivered to their sites of cellular vesicular structures. Formation of a polarized functional residence. Piet Borst (Amsterdam, The Nethermonolayer is associated with the redistribution of MRP2 lands) discussed the physiologic requirement for domain from this intracellular compartment to the apical cell specific localizations of multidrug resistance proteins surface, suggesting that the surface expression of MRP2 (MRP) in polarized epithelial cells. MRP1, -3 and -5 are is dependent upon the acquisition by the apical domain distributed predominantly at the basolateral surfaces in of specific organized features. The group of Balazs Sarthe polarized epithelial cells in which they are endogekadi has studied the sorting requirements of the basolatnously expressed. In contrast, MRP2 behaves as an apical eral MRP1. It is perhaps surprising that deletion of the plasma membrane protein. Efforts to identify the sefirst five transmembrane helices (the TMD domain) of quence motifs that serve as the sorting signals that specify these distinct distributions have been hampered by the MRP1 does not impede its delivery to the cell surface. Furthermore, this truncated protein is delivered cordifficulties inherent in obtaining high level stable expression of MRP constructs in polarized cell lines and by the rectly to the basolateral cell surface when expressed by transfection in MDCK cells [2] . In contrast, removing structural complexity of the MRP proteins themselves. When the cDNA encoding MRP2 is transfected into a the L domain, which links the TMD to the core of MRP1, results in a protein that is retained in the endoplasmic variety of mammalian cell lines stable and clonal expression of the encoded protein is very difficult to achieve. reticulum (ER). Remarkably, expression of the MRP core and the L domain as separate constructs results in The best expression results are obtained with polarized epithelial cells, including the Madin-Darby canine kidthe assembly of these two pieces and the appropriate delivery of the resultant reconstituted protein to the baney (MDCK) and the porcine LLC-PK 1 lines of renal epithelial cells [1] . Interestingly, the subcellular distribusolateral membrane [3] .
